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(57) Abstract: Pharmaceutical compositions for the treatment 
or prevention of glomerular disorders, which contain as the ac- 
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5 &.m^m 

20 m^^<Di,(Diti-txit^£< . mmm(DX^:^£±^^mB\r.j:oxi>3\t^m^^ti 
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e> ^ © f& ^ s iuc L r V ^ 5 , 

6 MMPPl!t»J;aS;^^^*:p*lFf&)!l^3SPJi Ur^gd-CfcSCiiJS, WO9 9/0 4 7 

8 0 ^^:|B«^^^TV^5„ 

<^0ki^'^Mk ]^x±.u&.^i^. <^m^9 - 8 7 1 7 6mm(Dit^m^mifhfi 

10 /2 7 1 7 4^^^:|Bi^^5^^TV^5„ 
15 %;0SM*^l/■CV^5o 

20 ^tlit:to 

i-'fcfcjt.. 1) (I) : 

N — o jT 

r3 

25 RM*y!K^i!i^> ®^ft$^•CV^•C't) J;V^■|giKT/^^/^, tl/T V^T 4> J: T y 
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N— O 



N-0 



F3C-<(]^-4.^^J— ^-SOz-N-^COOH ^ 



N — O 



N — O 



J 



10 
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•g-rSo m^iis n-T'nfcVU, ^y:/'ohVV, n-^f-Jl^. 

6 ^dS^»fbtb5o ^g^*L<tt. C 1 ~C 6T-'V'3{^/i'-5S^tf btuSo §bt-^g-*L 
< C 1 ~C 3 T>'V'=¥-'V'iS^ff fetus. 

-&i-5o ^3J;%.fJ, ryyv, -^n^^-fV^ ^nh=/u, ^y^i^x=/^. 

tfbtbS. $6>tC0^L<», C 2~C 4T/l"Jrc:i/W;dS^{f fetbS, 

^ii^W^hM. »tU<«^ C 2~C 6 T/W=3f::i>'V';iS^ff ^fefd^f* 
b<«, C 2~C 4 T/V=Sr->'l';d5#ff btlSo 

:*:§^;aBlf'=f V \'yi/ Kxr )^^^)V\ t\i. 3 ~8 ^-CfeS ->2^ n T 

3~c 6 oT;U'¥yV';iS^«f fetiS, 
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t:^ h y ^/jsi^ff btiSo »*L<«^ 
. i'&tf 5~6m<^5^#^S:^"^L. ;i^T,tt-:^i5' pT/W'^f/w. ry-^w. 0^^m 

10 -CO{ig-c;SS-g- U5 5o ■^Jx.}*. t°nyyv (#ij;t{5, l-fny/V, 2-t°Dy 

/I'. 3 - t:°o y >'V) , 7 y /w imx-ti. 2 - 7 y yv, 3 - 7 y /w) , f^3ic=:/p 

yw, 4->r5^y"y/v) s ^'^-/v /i' 1 -f^y y /v, 3-b°9i/y 
/i^) , -ry^^TVy/w s-'f y^^ry y/v) , -<y^-y-yy/w (m^ 

15 «f> 3--1'y'^(^1^y y/v-) , :^=¥f-yy>'w (^?tJ^«^ 2 -:e-'^rf-y y /w) . 
y y (iBj ^HT. 2 - y y . f y iP/u (m^^. 2 - f y a - f 

y v^/w. 4-fc°yv?/w) . h°7v^-/v 2-i^7v'-/u) , t'y^v'- 

>'V' 2 - 1' y 5 i^=-ju, 4 - b° y 5 i^-^w s t° y ^j^e^^^^u (^»Jx«, 

3_l^y^o?-^p) ^ (^J;iHf, 1 H - X h 7 y y . 

20 ryy/w i, 3, 4 -:t'¥f-':^Ty y /i-) . f-r^^TV^))v 

1, 3, 4-5^Ti^Ty y >'v) s K y {m^Lxt. 2 — ri^Kyt^^^u, 
■ 6 -'I'y py , -Yy-YvKy/u 2 --r y-r Ky^'V) ^ 

Ky^v (^fij^«r, i->ryKy/w, 2--rvKy/w. 3-^1^ Ky/p) . 'i'^-^ 
yyyv (^?y;t{*s 3--rvyyy/v) . yyr:/v (^j^ff, s-r/y^^v-) . ^ 

25 / y i^^/v («»J;tHrs 2-^yyi^-;i') , ^y^/'y/w s-^fy^sr 
/ y /V) , / y ({fij . 2 - / y /w, 5 - / y yv) , 

l-7j?7i^=/v) s ■:h7^yi^ = /P (^J^«s 2 -:J-7^y = , 

6 
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y/p) , p'a::^^' h y v^-zv (f!lx.{i. 2 - H y 3 - 7 a: ■:^ 



10 ryy/w) , ^^^v-y y^rv y 3-'<>'y-i'y^Ty'y/v) . ^ 
y/^Ti/y^w (^Jx.«v 2 -^:/i/f-T/y/w) , ^^yvy^))^ mfLn.. 3 



20 ®^a{-Buf5 r-^xnTy-^Wj ;6S i ^ « 2 JJt±M^ L^t "{^ <^-C% ^tl^jfinT 

5o 'fisJx.J^, 9^Ty y (^Jx.}i> 4-f^Ty 

y/w^^^/w) . -^ryy/wx^/v {mk.^. s-^^ry yyw- 2-x^/i/) , ^ 
yy^ry y /I'^f'/v (^j;tii> (^yy^ry-^'w- 2 ->r>'W) , -i* 
i^Ky/w^f^^t' >r >• 3 -^/w^f^/w) , § ^y y/v^f-/v 

25 m^\i. ^ 5 ^y~/v- 5 --f ^v^g^^v) . '^^^yf-ry y/v^^/v 

2 -'<i'yf^Ty y /u^^/W . -r^^i^'y yyi';>«9^/i' (^sj^if, i-^r^^^yy 

iv^f.'f-jv) , ^^'y h y ry yyvp<^/w (^3Jx.ff. i-^W }^^)7V ^) iV:^.^ 




15 V^o 
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({fij^f^> 4-fy e^/v^^^^v) ^;5S^(f e>tis. 
5 ^'V. 5 ^v- 5 — r/W;»«5^>'i^;as0* LV-'o 

Sp m^i£. foyi^=;u («»J;ttf, 1 - fn y 2-fc'pyi^^A) , 

mk.\si. i-f9yyi?=/Vs 2-f9yyi^=/v) . tf^/y^-'v (^aj^tf, 
t'^v^y^/i^) ^ b'^yi^/u (^sj^WTx h'^yi^y, 2-f^yi^/i') . f^^^ 

15 . ^ry^^-Ky^/v mk.\t, ^y-<>'Ky=/w . ^/V5j^y=/v (^aj^wr, 

^/V/J^y/, 3 -•=&>'Wj}n y =.>'l') . 4H- [1, 2, 4] ;*-af-f-i;Ty~>'V'- 5 
-;d-v, 1, 2, 3, 4-7^ h9 t Kn- [1, 8 ] y i;'i^^>js^tf bti 

20 y y tV^o 

2-73: = ^^, 1, 3-73i = V'i^, 1, 4-7iii=.U>'^;JS#»fbtlSo 
*L<(J1, 4 -^rc^nU-i^^jS^ff bits, 

25 *?^«B^4'> r^T'DTyi^yj t}t. WiB r^T^nry— /i^j i5>f>8i^$;}x 

;vmi)imtfbtl^o $bfci¥U<«^ 2, 5 2, 5-79 
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y'y^^u^i^mifbi^^o tt}^L<\t2, 5 ai-i^iy-^ Ji^t^if biri^o 
s e c-^f-/u:i-^i^, t e r t - ^ v^^/JS^ff b , *TSb< 

*§g*IB^f^', ^/^a'/>'J bti7-ym. ^J:XJ^a^m^M^'r?)o 
15 fffetbS. 

jJ?r:;V, )Vis-^'ytS )Vifs=.)-\^, n - 7° o tVw ;t /W jj? /V . ^y7°Pt° 
y u :^ y W c:^ ^ * s ^ ff e> ti S . 

20 /w^^vj tfilB/M3'/vic cfcoT 1 ~8flsm. ^f* U< 1 ~ 5<®glf 

26 i/^;}S^ff fe*T,5, 

9 
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fa^^^/wT^y. ^ywT ^ y , x^ywpt f /I'T $ y . -✓'^^^/V'T ? y , r-fe 
rg^$tb-CV^T^> J;v^®iKTy^^/^J {e::J3»tSgMi: b•C«^ 

XoTyu-^J , rglJ^StbTV^Tt J;V^7' y -^VJ ^ ^g^$^l,TV^•C J;V> 

^T^nry-zuj s rgjfe§tLTVN-c^ J:v^#^^l=i^^^SJ . rgj^^tiTv^ 

10 
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^lm*^^/■rv^Tt> j:v>T y-/v. lg^$^^xv^•c^> jcv^^^'nT y ->'Ws gifts 

^uy^^uTis^/v, i/T-v?y, TV'S, :£fcttem$^^-cv^xt> J;v^!? l^'l' K (^aj 
RMcjstts rg^fe$^^■cv^•C'^>cfcv^T y-ywj i fcii^ ^g|fe©Ty-/v* 

#lHJiaSr;^x^-C§]!? WL, 0.05% b T/i- n = ^J^-if (Sigma ttSS!) 33iT>*0.2%l> 

V :fi^>fi!:W:^s 0.2%=' ^ri—-^ i^min^^M) -om^tLx^mm^-r^o 

11 
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5 T'W-h (CostarttiU) (JL. -;A:fc:IS:t) 300.000^(^jiiffliia^A'C«*i"5. J^«fi 
it^i^Bif'M.m {^mmSt 10%) . 100U/mL<^'< = t^y (GlSCOItSI) > IOOm 

g/mL<D^ M^T'h-r-ri/^' (GIBCOttii) ^"^tf Dulbecco O MEM ±§H6 

10 J;t>' »HMS^ L-proline (T-^V-Yi^^tM) ^ ^tl^tl-l^hitV) 10 nCi *3 J; t>* 1 

immmBt 1 \iglmL) iSXmt'^m (^*^ISS O.l-lO ng/mD il:-t^-t-«l^it«!5 

U-i^a (Packard ^tii) VWl:^-t?>o 

7 3i#©j«ltLewi8 7^ h (B*^^r-/VXy /-^-ttlS!) S:ffiV^•C, Fletcher 
^(OIj^ (J. Pharmacol. Exp. Ther. 284(2): 714-721) (it* V^-^MSJE® 

feS 0.5%p< fe5V>f4 SOmg/kgC-fk-^i^Sr 1 0 IHIMpS 

(OHMICttSS) S:fT5. Xill«^0*J^tttB9®5«feai©MJJ: J; U 0 (3E?&) 3 

( 5> •^^ =5!^ ^ -14 sg@5 j£ ^ X /nc st-r -5 ^b-a- ^ «i fij ^ 

25 12il#©lll^lttNZW5^^'■^^d? (:)b|J4 9'<;^^t|!l) Sr^V^T> Colombo fe©;^«fe 
(Arthritis Rheum. 26(7): 875-886, 1983) \cm^^mmy^%^MiSi<r>U^m^. 

12 
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5 iSfett l%-fef^/Vfc°y o 7>r K (Sigma thSS) ^^ts \ 0 %(f i4i^^if 

fclfP-iailr. gSjSaiSe (Tis8ue-Tek ^tSSt) <lrffi V^T/•«9 7 ^ ^^'^'Sffi /-^^ 
10 /"^yy ^^yzfuvi'^^^ ^Y-^ (MICROM ttSS!) ^fflV^•CJ?$ 3 urn 

^2?iJ{e:^»tT7kttJ:t!ii#-rSo ^O^^l-Sr 0.3%-9-7 7=-i^-0 (CHROMA- 
GESELLSCHAFTltS!) ^fe^iSL. ^^^-cm^L. Kikuchi b 
15 (Osteoarthritis Cartilage 4. 99-110, 1996) =» TiSrW^feJC J; 

20 M 380~430g © Sprague-Dawley J^ScSItt^ 5^ h ^SrffiVN^o ^gPfc J: T>*fe:*c 

^^d^^BUlfR^'^-f^n^J'yyT" (Sugita Standard Aneurysm Clip for 
Temporary Occlusion; Mizuho Ikakogyo Co. Ltd., No.0794052) -Cih 5 o ^:;*C 
25 Mi6IRji^& PE50xKy3i9^^:^^a.-^ (ClayAdams) «:if A bi^KiJIRS^as^i: 

PE50Om*SSSrffiJ|ttl{cg!g!U, aL^;;^^--^^^^ (Pancreatic Elastase Type I; 

13 
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Sigma Co.Sr O.OlM V ^m^^WW. pH8.0 "C 40 Sr 2 (l.Oml/hour) 

EA1-5c ^m\atiyV l^i^H^^^y (T/i^^^. ME-STC525) SrfflV>S, SA^T 

f^M)£». AnidjarS.^ (Circulation 1990;82:973) ®;:^j£^-|f|J5fe^ Ufc t> 
dlfi'V''. xv^^'^'^i^-^ y (Mitutoyo Co., CD-S15C^ i&ll±0.02mm) "C^^ 

0.5%= l^^^T'-n-zV-g-^igj^^ l~2jira-^^jfiL'1'= V^^D-/U^dS±# U 
fc^^Bro^tt NZW iJ'-!^^ (^S 2.5kg mr^) ^^v^5o ^^TieUggP^^M 
'R)»TJK^:*ci!iM?l::g $ *^ 2cm ffl (Jiil o T/g-6-a«*3 J: t>':^i^J3R?^ laj^ 
rtlrio-Cgai^^Sc 0.05M Sodium ThioglycoUate (Sigma) t 0.15M CaClj 
20 Sr-^A/^S O.lMTris-HCl-buffer (pH 7.5) ^i^iE"^ 15 

tfc=^^|ggP&$l'g-1--5o jit±©^r/Wf^S!!fe«s Freestone T. 6) (Arterioscler 
Thromb Vase Biol. 1997;17:10-17) ©;^jfeS:~§|53feig L:/t % ©T-fcS » Jfc^aa© 
^ 0/j^V^LI4^B^;6='p3 2 /jtV^ L 3 jiW^©«?|fiJ 0 MMP Pfl^^fflil:^ 5 

Tris-HCl-buffer i^^flJEBffx m^fl^TlS.^^^X:PMmf^J^ (mmyc) 3 El 

^tV\ 7'i?^/w#i' i;/-?— (Mitutoyo Co., CD-S15Cx il||±0.02mm) T-^^S: 

14 
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( m 1^ jfii t ^ ^ s ^ g& ffi ^ ) 

7 C57BL/6J3^-^ i:';^^: 75%^^^#T-e 5 B WI^W-TS, ^:c^)^ii^ 

;tt-So S^LfcBB^tts ^■'^^^ >^m.Ls ^ lOOfim WH|-ej?$ 6^m ©»fi^ 

^ ^ Jfe -r S ;/t o ft ^ fi^ « 

15 ^^m^t^m ( I ) 14. wo 9 7/2 7 1 7 4 (Jlfa^ $ tbT V^ 5 :;^fei3 j; TJ^fit 

«6r ^ -I- *H _ 



1 

(H) (m) o (IV) 



H^N^COOR^ HOOC-R^-SO^Hal HOOC-R*-S-N^COOR« 

O 



N O O [ 

NOH R®— IL ^J-r4_s-N''X00R^ 

R -H; O (VI) 

(V) 

r2 

N — o o jT 

R^ — iL ^sLr^—s-n-^COOH 
N II H 

o (vn) 

15 
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tblllm^|s^t?fc5^b-g•^fel (II) $r>^/u*yT5 Kfl^fr ( I V) -.ir^< X@ 
■cfeSo wo 97/27174 {diBife $ tur S (A&-^ 1 X@) ^ mu<D:)f 

(m2Xg) 

^b-a-ifei (IV) t^t^^ (V) ;^5J5£:$*. :^^r1^^^T:/-y^^^1=i^■r5X 
'(b'g-ife (IV) h/w^:/^©^ji(c:^jil|L. ot-so'C, » 

* b< «6 0:$^- 1 2 0:9-^^«^-r5o it^<^ (V) *3 J;l>*b' y i^V©i;'^7-r 

r iricj; ij^b-a-ifei (VI) i:n^:it^^X-^^o 
15 (^3im) 

-fb^ifei (VI) ©;&/wji?^'>^vS©{*ilSSrllliiJiiSlL. -fb^ife (V I I ) ^# 
5 X^'CfeS o Protective Groups in Organic Synthesis, Theodora W Green 
(John Wiley & Sons) ^{C|B|a«>:3^fe{J:iS&o-C=ft 5 r i:;65-e#So 

20 *^^*:|$#r^^*fc«^g:&f^^«. WO 9 9/0 4 7 8 0{IfBig©E- 3 0^ 

^nt^fi^o m^iit. Tyv;«/y&Ji (y^i>A, :hhy!>A, ^v^j^m) . 

25 Tyi':*y±m^m (•^^;t^v'5'A, :^/u'y^Am) . ry^-^M^. ^mm.mies 

16 



wo 01/83464 



PCT/JPOl/03215 



esign of Prodrugs, Elsevier, A 
10 msterdam 1 9 8 5 \cm^^tlX\f^ ?>o ^^^^t"^^^^:^ ^^^^ i^^^^ 

y<^^-'^^ y:/f-/W 31:^7' /W, t e r t .^/I/i^n y / j:.^;l/ai 

N, N- v^:i:^/Vi/ y =i-/WT $ K^:;;^ x/v^ iS^^tf b ^^ 5 o 

UV^T^^/V;t=af i^i Urfi^ -OCOCaHe, -OCO (t-Bu) , -O 
COCisHai. -OCO (m- C O O N a - P h ) . -OCOCH2CH2CO 
ONa. -OCOCH (NH2) CHs. -OCOCHzN (CHg) ^^H^mif <c> 

*LV^T5 KitTja, -NHCO (CH2) aoCHg, -NHCOCH (NHg) 
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<o^%'9i\^^(omi\zM\^'fz.%%n. m^n. mmn. nvmm<n>m% 

fifeAKfePT?fi:#1-5«'^> ii^O. 1~1 0 Omg/kg/a -c&ij > u 

< W 1 ~ 2 Omg/kg/0 l?fc5o 

20 %mm^. iJiTOB&^ilr^ffii-So 

M e : ^/V 

E t : rc'^/v 

n — Pr :n— T'n bW 

i - P r X ^ Vzfu tVP 
25 n - B u : n — 

i - B u : -< y •f'^A^ 

t-Bu:tert — •^f-J\^ 

18 
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5 



P h : 7 3:— /V 
B n : ^^yi/)V 

Indol-3-yl methyl : -< y F^>'V'- A^^ 
DMS O : K 



mMmi it^i^ (A-34) <D 



Hci /=x m^Jim ^9 X 

H^N^CO^Me * HOaCH^SO^CI HOaCnQ-g-N'-CO^Me 

1 2 3 



^ m2X^ ^ N-OH 

4 5 



3 + 5 — ^ F-HQ-<^.>HQ-S-N^C02Me 



3Xfi ^ N-Q ^ O X ^4x^ 



O 
6 

A-34 

10 D-73:r:/V/T 7 = 9^/t':J^:^7'>'^:^®5tl (1) (18.12 g, 84 mmol) (^7>C (100 
ml) :*?&T 2inol/L^®^-:?- h y !j7A7lc^^g (61.25 ml) i:4-i'nD:^/V 

sJ^^/V^S^^ (2) ( 16.09 g, 70 mmol) «:*q;i. Mttt? 3 f^WlSi^ U^to RUC^ 

15 hV/'^de^f-^z-CJ^^-fkl-Si: tlCi:!9. ij!^ 188-189tOS6<J«fe (3) (21.56 g. 
11X^84.8%) r£:#fcc 

19 



wo 01/83464 



PCT/JPOl/03215 



IR(KBr, V max cm ') 3280, 2956, 1737, 1691, 1428, 1346, 1284, 1166, 723 
'H NMR (DMSO-de, 8 ppm): 2.77(dd, J = 9.3. 13.5 Hz, IH), 2.94 (dd, J = 5.7, 
13.5 Hz, IH), 3.37 (s, 3H), 4.01 (dt, J = 6.0, 9.0 Hz, IH), 7.08-7.23 (m, 5H), 7.66 
(d, J = 8.4 Hz, 2H), 7.97 (d, J = 8.4 Hz, 2H), 8.69 (d, J = 9.0 Hz, IH), 13.38 (br s. 
5 IH) 

[o]d + 3.2±0.9 (c = 0.505, DMSO, 24*10) 

: C;56.19, H;4.72, N;3.85, S;8.82 
HS^fiS : C;56.06, H;4.57. N;8.93, S;8.75 

10 

(i5 2XS) 

4.7yW;i-n^>'>^= h y /U (4) (25 g, 0.206 mol) <»::i['fbt Kn^r^z/VTV* 
(17.18 g. 0.247 mol) ©x^/-/U (300 ml) h V 

ywr^^- (34.5 ml, 0.247 mol) ^JPx.s lOOt-C 2 B#F^^j$ L fco ./V'^ 

^j>^7mmvm^v. m7i(.mwti-hv ^j^\z.xiitm^. mmmmLfn, mmi:m 

m^^^^/^^'^l^X'^^ait-r?):! t jeict !9 > ii^ 92-93 -C (DB^^ (5) (29.96 
g, 11X^94.2%) iSr#fc. 

IR(KBr, V max cm *) 3455. 3363, 3247, 1646, 1604, 1517, 1384, 1238, 925, 838 
20 ^H NMR (DMSO-de. 8 PPm): 5.84 (s. 2H). 7.16-7.26 (m, 2H), 7.67-7.75 (m, 2H), 
9.63 (s, IH) 

7cPR^^If(C7H7FNaO)i: fC 

Vc^^ : C;54.54, H;4.68, F;12.83, N;18.17 
%m.^ : C;54.73, H;4.51, F;12.05, N;18.10 

25 

it^m (3) (80 g, 82.56 mmol) Oi^^^^A (200ml) 7K?^Tm 

20 



wo 01/83464 



PCT/JPOl/03215 



'fh;;*-=3f-lM;/U (8.64ml, 99.1 mmol) t '^^l^^^l^J^T ^ K (0.2 ml) ^1X\K., 
Mm.-Clf^m^WL1to ih"^^ (5) (13 g, 84.3 mmol) t y '✓^i^ (20 ml, 0.247 
mol) <D'Jif^>(J>. (100 ml) Wmz.. ilB-CfiSI bfcMiJ' o JJ K^^?SSr7K?&T 
^m-C♦lB#^^^ 110tT3^^Jgj«^bfco S:;&ISSr*7X (lOOOml) 

b:to ^a^Sr 2mol/L^Sg*^«?. ^&?P^^*^•:^ h y I^AtK^IR. l&^Pm^b-^- 

h y !?A7k^^^s•e)li^^sfe#b. ^.Mmi-vv ^j>^\z.xnw^. mBmm\^i^o 

^SS:f^i^3if^/lx/^aE^f-:/-C^^^t:-rS r ^ilCj; 1? , ik^ 174-176^© 
(6) (30.9 g, 11X^77.7%) «r#fc. 
10 IR(KBr, V max cm'^ 3336, 1745, 1608, 1421, 1344, 1230, 1168, 1095, 846, 759 
»H NMR (CDClg, 5 ppm): 3.03 (dd, J = 6.9, 13.8 Hz, IH), 3.11 (dd, J = 5.7, 13.8 
Hz, IH), 3.56 (8, 3H), 4.29 (dt, J = 9.3, 6.0 Hz, IH), 5.19 (d. J = 9.3 Hz, IH), 
7.03-7,12 (m, 2H), 7.17-7.30 (m, 5H), 7.90 (d, J = 8.4 Hz, 2H), 8.14-8.23 (m, 2H), 
8.26 (d, J = 8.4 Hz, 2H) 
15 [ o ]d - 1.2±0.9 (c = 0.502, DMSO, 24 tJ) 
7n3S4>^ff(C24H2oFN805S)t LT 

S+^fll : C;59.87, H;4.19, F;3.95, N;8.73, S;6.66 
: C;59.79, H;4.21, F;3.84, N;8.78, S;6.57 

20 (^4im) 

it^m (6) (30 g. 62.3 iumol) ^/W;^/W*c=3E- V K (600 ml) "Mm^s 

5k?&T Imol/LTkS^-fb-f h y l^-fc^TK^^K (150 ml) ^M^. 1 5 I^F^^jsf bfc, 

^ftaufc-f h y ^^m.^n.m.. 7k-2moi/L:Ssn!:a^> i^m^wx^ino feife 

^SrJSSiL. T-fe h://7XT-sr^^i-Sc:^{j:J:!3, M-fe 214.216*^:© S 6*3'^ 
25 (A-34) (26 g. JR^ 89.3%) 

IR(KBr, vmaxcm ») 3430, 3286, 1720, 1640. 1490, 1419, 1349, 1236, 1166, 
1091, 854, 761 

21 



wo 01/83464 



PCT/JPOl/03215 



»H NMR (DMSO-de, 6 ppm): 2.75 (dd, J = 9.6, 13.8 Hz. IH), 2.99 (dd, J = 5.4, 
13.8 Hz, IH), 3.98 (dt. J = 5.1, 9.0 Hz, IH), 7.09-7.22 (m,.5H), 7.42-7.51 (m, 2H). 
7.76-7.82 (m, 2H), 8.14-8.23 (m, 4H), 8.61 (d, J = 9.0 Hz, IH), 12.81 (br s, IH) 
[ah - 31.8±1.4 (c = 0.500, DMSO, 25°C) 
TC^^^^ffCCaaHisFNaOsS)^ LT 

H-^iil : C;59.09, H;3.88, P;4.06, N;8.99,- S;6.S6 
: C;58.83, H;3.91, F;4.09, N;9.12, S;6.87 

±W.tWH^<D:^m^X 13 s UTO^mi-^l 5iZ.^irit^mA- 1 ~A- 3 3^3 
J;t>'A- 3 5 ~A- 10 8 Sr-g-^U^to 



22 



wo 01/83464 



PCT/JPOl/03215 



p2 

N O O ? 



No. 


No. 


R2 


R6 


* 


iH-NMR (DMSO-de) 


2 


A-1 


Me 




R 


1.20 (d, J = 7.5 Hz, 3H), 2.41 (s. 
3H). 3.87 (m, IH). 7.43 (d, J = 8.1 

Hz, 2H), 8.01 (d, J = 8.1 Hz, 2 
H), 8.04 (d, J = 8.1 Hz, 2H), 8.36 
(d, J = 8.1 Hz, 2H), 8.48 (m, IH), 

12.80 (br s, IH) 


3 


A-2 


Bn 


— \ 


R 


2.74 (dd. J = 9.6, 14.0 Hz, IH), 3. 
00 (dd, J = 5.0, 13.4 Hz, IH), 4.00 
(m, IH), 7.02-7.22 (m, 5H), 7.58- 
7.70 (m, 2H), 7.79 (d, J = 8.8 Hz, 
2H), 8.11-8.16 (m, 2H), 8.21 (d, J 
= 8.8 Hz, 2H), 8.61 (d, J = 8.8 H 
z, IH), 12.86 (br s, IH) 


4 


A-3 




Wie'— V y — 


T> 

K 


2.41(s, 3H), 2.74(dd, J=9.6, 13.5 H 
z, IH), 3.97 (m, IH), 7.08-7.12(m, 
5H), 7.43 (d, J=8.1 Hz, 2H), 7.79 
(d, J=8.7 Hz, 2H), 8.02(d, J=8.1 H 
z, 2H), 8.20(d, J=8.7 Hz, 2H), 8.61 
(d. J=9.0 Hz, IH), 12.83(br s, IH) 


5 


A-4 


Me 




R 


1.21(d, J=8.6 Hz, 3H), 3.88(in, IH), 
7.70 (d, J=8.8 Hz, 2H), 8.05(d, J= 

8.6 Hz, 2H), 8.13(d, J=8.8 Hz, 2H), 
8.37(d, J=8.6 Hz, 2H), 8.48(m, 1 

H). 12.70 (m, IH) 


6 


A-5 


i-Pr 




R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J= 
6.9 Hz, 3H), 1.98 (m, IH), 3.60 (d 
d, J=6.6, 7.5 Hz, IH), 7.32 (dd, J= 
3.6, 5.1 Hz, IH), 7.92 (dd, J=1.2, 
3.6 Hz, IH), 7.95(dd, J=1.2, 5.1 H 
z, IH), 8.01-8.06 (m, 2H), 8.30-8.38 
(m. 3H). 12.63 (br s. IH) 


7 


A-6 


Me 




R 


1.21 (d, J=7.5 Hz, 3H), 3.88 (m, 1 
H), 7.81-7.87 (m, 2H), 8.02-8.08 
(m. 4H), 8.34-8.40 (m, 2H), 8.47 
(d. J=8.4 Hz, IH). 12.67 (br s, IH) 



23 



wo 01/83464 



PCT/JPOl/03215 



^2 



No. 


No. 


R2 


R5 




iH-NMR (DMSO-da) 


8 


A-7 


Bn 




R 


1.24 (t, J=7.5 Hz, 3H), 2.72 (q, J= 
7.5 Hz, 2H), 2.74 (dd, J=9.3, 13.5 . 
Hz, IH), 2.99 (dd, J=5.1, 13.5 Hz, 
IH), 3.98 (m, IH), 7.08-7.22 (m, 5 
H), 7.46 (d, J=8.1 Hz, 2H), 7.79 
(d, J=8.4 Hz, 2H), 8.04 (d, J=8.4 
Hz, 2H), 8.20 (d, J=8.1 Hz, 2H), 8. 
60 (d, J=7.8 Hz, IH), 12.81 (br s, 
IH) 


9 


A-S 


Bn 




S 


2.41 (s, 3H), 2.74 (dd, J=9.6, 13.5 
Hz, IH), 3.97 (m, IH), 7.08-7.12 
(m, 5H), 7.43 (d, J=8.1 Hz, 2H), 7. 
79 (d, J=8.7 Hz, 2H), 8.02 (d, J=8. 
1 Hz, 2H), 8.20 (d, J=8.7 Hz, 2H), 
8.61 (d, J=9.0 Hz, IH), 12.83 (br 
B, IH) 


10 


A-9 


Indol-3- 

yi 

methyl 




R 


2.86 (dd, J=9.3, 14.1 Hz, IH), 3.09 
(dd, J=4.2, 14.1 Hz, IH), 8.95 (m, 
IH), 6.82-6.91 (m, 2H), 7.03-7.12 

(m, 2H), 7.31 (m, IH), 7.58-7.70 

(m, 5H), 7.98 (d, J=8.4 Hz, 2H), 8. 

10-8.19 (m, 2H), 8.53 (d, J=6.3 Hz, 
IH), 10.73 (8, IH), 12.80 (brs, 1 

H) 


11 


A-10 


Me 




R 


1.21 (d, J=7.2 Hz, 3H), 3.88 (m, 1 
H), 7.58-7.70 (m, 3H), 8.05 (d, J=8. 
7 Hz, 2H), 8.10-8.16 (m, 2H), 8.38 
(d, J=8.7 Hz, 2H), 8.48 (m, IH), 
12.73 (brs, IH) 


12 


A-11 


Bn 




S 


1.24 (t, J=7.8 Hz, 3H), 2.66-2.80 
(m, 3H), 2.99 (dd, J=5.1, 13.5 Hz, 
IH), 3.97 (m, IH), 7.08-7.23 (m, 5 
H), 7.46 (d, J=8.1 Hz, 2H), 7.79 
(d, J=8.4 Hz, 2H), 8.04 (d, J=8.1 
Hz, 2H), 8.20 (d, J=8.4 Hz, 2H), 8. 
58 (d, J=8.4 Hz, IH), 12.82 (brs, 1 
H) 


18 


A.12 


i-Pr 




R 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, J= 
6.6 Hz, 3H), 1.98 (m, IH), 3.61 
(m, IH), 7.40-7.50 (m, 2H), 8.04 
(d, J=8.7 Hz, 2H), 8.10-8.25 (m, 2 
H), 8.86 (d, J=9.0 Hz, 2H), 8.33 
(m, IH), 12.65 (br s. IH) 



wo 01/83464 



PCT/JPOl/03215 



^3 



No. 


No. 


R2 




* 


iH-NMR (DMSO-de) 


14 


A-13 


i-Pr 




S 


0.82 (d, J=6.6 Hz, 3H). 0.85 (d, J= 
6.6 Hz, 3H), 1.99 (m, IH), 4.01 
(m, IH), 7.47 (t, J=9.0 Hz, 2H), 8. 
04 (d, J=8.4 Hz, 2H), 8.18 (dd, J= 
5.4, 9.0 Hz, 2H), 8.36 (d, J=8.4 H 
z, 2H), 12.65 (brs. IH) 


16 


A-14 


i-Pr 




R 


0.75-0.95 (m, 6H), 1.98 (m, IH), 3. 
61 (m, IH), 7.70 (d, J=8.8 Hz, 2 
H), 8.04 (d, J=8.8 Hz, 2H), 8.13 
(d, J=8.8 Hz, 2H), 8.36 (d, J=8.4 
Hz, 2H). 8.36 (m, IH), 12.66 (br s, 
IH) 


16 


A-15 


i-Pr 




R 


0.75-0.95 (m, 6H), 1.98 (m, IH), 3. 
61 (m, IH), 7.58-7.68 (m, 3H), 8.04 
(d, J=8.8Hz, 2H), 8.25 (m, IH), 8. 
37 (d, J=8.4 Hz, 2H), 8.36 (m, 1 
H). 12.62 (br s, IH) 


17 


A-16 


i-Pr 


J, -"A 


S 


0.75-0.95 (m, 6H). 1.98 (m, IH), 3. 
60 (m, IH), 7.58-7.69 (m, 3H), 8.04 
(d, J=7.8 Hz, 2H), 8.09-8.17 (m. 2 
H), 8.33. (brs, IH), 8.36 (d, J=7.8 
Hz, 2H), 12.63 (brs, IH) 


18 


A-17 


i-Pr 




R 


0.75-0.95 (m, 6H), 1.98 (m, IH), 3. 
60 (m, IH), 7.84 (d, J=8.4 Hz, 2 
H), 8.04 (d, J=8.4 Hz, 2H), 8.06 
(d, J=8.8 Hz, 2H), 8.36 (d, J=8.8 
Hz, 2H), 8.36 (m, IH), 12.66 (br s, 
IH) 


19 


A-18 


i-Pr 




R 


0.75-0.95 (m, 6H), 1.99 (m, IH), 3. 
63 (m, IH), 7.95-8.10 (m, 4H), 8.30 
-8.50 (m, 5H), 8.40 (m, IH), 12.66 
(br 8, IH) 


20 


A-19 


i-Pr 




R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J= 
6.6 Hz, 3H), 1.34 (s, 9H), 1.98 (m, 
iH), 3.61 (t, J=7.2 Hz, IH), 7.61- 
7.67 (m, 2H), 8.01-8.08 (m, 4H), 8. 
30-8.39 (m, 3H), 12.61 (br s, IH) 


21 


A-20 


i-Pr 




R 


0.75-0.95 (m, 6H), 1.98 (m, IH), 3. 
56 (m, IH), 3.86 (s, 3H), 7.16 (d, 
J=8.8 Hz, 2H), 8.03 (d, J=8.4 Hz, 
2H), 8.06 (d, J=8.8 Hz, 2H), 8.35 
(d, J=8.4 Hz, 2H), 8.35 (m. IH), 1 
2.45 (br s, IH) 



wo 01/83464 



PCT/JPOl/03215 



^4 



No. 


No. 


R2 




* 


iH-NMR (DMSO-de) 


22 


A-21 


O 

i-Pr 




R 


0.75-1.10 (m, 9H), 1.20-1.45 (m, 2H), 
1.50-1.75 (m, 2H), 1.98 (m, IH), 2.60- 
2.75 (m, 2H), 3.61 (m, IH), 7.44 (d, 
J=8.2 Hz, 2H), 8.02 (d, J=8.4 Hz, 2H). 
8.04 (d, J=8.4 Hz, 2H), 8.35 (d, J=8.4 
Hz, 2H), 8.38 (m, IH), 12.63 (br s, 
IH) 


23 


A-22 


1-rr 






0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.6 
Hz, 3H), 1.24 (t, J=7.5 Hz, 8H), 1.98 
(m, IH), 2.71 (q, J=7.5 Hz, 2H), 3.61 
(dd, J=5.4, 8.4 Hz, IH), 7.46 (d, J=8.4 
Hz, 2H), 8.01-8.07 (m, 4H), 8.32-8.38 
(m, 3H), 12.63 (br s, IH) 


24 


A-23 


i-Pr 




S 


0.82 (d, J=6.6 Hz, 8H), 0.85 (d, J=6.6 
Hz, 3H), 1.24 (t, J=7.5 Hz, 3H), 1.98 
(m, IH), 2.72 (q, J=7.5 Hz. 2H),3.61 
(m, IH), 7.46 (d, J=8.1 Hz, 2H), 8.04 
(d, J=8.7 Hz, 4H), 8.33 (brs, IH), 8.35 
(d, J=8.1 Hz. 2H), 12.65 (brs, IH) 


25 


A-24 


i-Pr 


I-Pr— V y— 


R 


0.83 (d, J=6.9 Hz, SH), 0.86 (d, J=7.2 

Hz. 3H). 1.26 (d, J=6.9 Hz, 6H), 1.98 
(m, IH), 3.01 (m, IH), 3.61 (dd, J=6.6, 
8.1 Hz, IH), 7.50 (d. J=7.8 Hz, 2H), 
8.05 (d, J=8.1 Hz, 4H), 8.30-8.89 (m/ 
3H). 12.63 (br s. IH) 


26 


A ner 

A-25 


i-rr 


MeS— <: /"^ 


T> 
It 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 
Hz, SH), 1.99 (m. IH), 2.56 (s. 3H), 
3.61 (dd. J=6.0, 8.1 Hz, IH). 7.47 (d. 
J=8.7 Hz, 2H), 8.03 (d, J=8.7 Hz, 2H), 
8.04 (d, J=8.4 Hz. 2H), 8.29-8.38 (m, 
3H), 12.62 (br 8, IH) 


27 


A-26 


i-Pr 




R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.6 
Hz, 3H). 1.37 (t, J=7.2 Hz, 3H), 1.98 
(m, IH). 3.61 (dd, J=5.7, 8.4 Hz. IH), 
4.14 (q, J=7.2 Hz. 2H), 7.10-7.17 (m, 
2H). 8.00-8.06 (m, 4H), 8.28-8.37 (m, 
3H), 12.62 (br s, IH) 


28 


A-27 


i-Pr 




R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.8 
Hz, 3I^>. 0.92 (t, J=7.0Hz, 3H), 1.50- 
1.80 (m, 2H), 1.98 (m, IH), 2.66 (t, 
J=7.0Hz, 2H), 3.61 (m, IH), 7.44 (d, 
J=8.2 Hz, 2H), 8.03 (d, J=8.4 Hz, 2H), 
8.04 (d, J=8.8Hz, 2H), 8.36 (d, J=8.8 
Hz. 2H), 12.70 (br s. IH) 



wo 01/83464 



PCT/JPOl/03215 



^5 



No. 


No. 


R2 


R5 


* 


iH-NMR (DMSO-de) 


29 


A-28 


i-Pr 


\==/ 


s 


0.82 (d, J=6.9 Hz, SH), 0.85 (d, J=6.9 
Hz, 3H), 0.92 (t, J=7.5 Hz, 3H), 1.56- 
1.74 (m, 2H), 1.97 (m, IH), 2.66 (t, 
J=7.5Hz, 2H), 3,60 (m, IH), 7.44 (d, 
J=8.1 Hz, 2H), 8.03 (d, J=8.1 Hz, 4H), 
8.04 (d, J=8.4 Hz, 2H), 8.36 (d. J=8.1 
Hz, 2H). 12.66 (brs, IH) 


30 


A-29 


i-Pr 


HOH2C— ^ V — 


R 


0.82 (d, J=6.9Hz, 3H), 0.85 (d, J=6.6 
Hz, 3H), 1.99 (m, IH), 3.61 (m, IH), 
4.62 (s, 2H), 5.40 (br s, IH), 7.56 (d, 
J=8.1 Hz, 2H), 8.04 (d, J=8.7 Hz, 2H), 
8.08 (d, J=8.1 Hz, 2H), 8.31-8.42 (m, 
3H). 12.69 (br s, IH) 


SI 


A-30 


Bn 


W~ 


R 


2.75 (dd, J=9.6, 13.5 Hz, IH), 2.99 
(dd, J=5.4, 13.5 Hz, IH), 8.98 (m, 
IH), 7.08-7.22 (m, 5H), 7.59-7.68 (m. 
3H), 7.80 (d, J=8.7Hz, 2H), 8.10-8.16 
(m, 2H), 8.21 (d, J=8.7 Hz. 2H). 8.60 
(d, J=7.5 Hz. m), 12.81 (brs, IH) 


32 


A-31 


Bn 




S 


2.75 (dd, J=9.6, 13.6 Hz, IH), 2.99 
(dd, J=5.4, 13.5 Hz, IH), 3.98 (m, 
IH), 7.08-7.22 (m, 5H), 7.59-7.68 (m, 
3H), 7.80 (d, J=8.7Hz, 2H), 8.10-8.16 
(m, 2H), 8.21 (d, J=8.7 Hz, 2H), 8.60 
(d, J=7.5 Hz, IH), 12.82 (brs, IH) 


38 


A-32 


Bn 


• 


R 


2.74 (dd, J=9.3, 13.8 Hz, IH), 2.99 
(dd, J=5.1, 13.8 Hz, IH), 3.95 (m, 
IH), 7.08-7.22 (m, 5H), 7.71 (d, J=8.7 
Hz, 2H), 7.79 (d, J=8.7 Hz, 2H), 8.14 
(d, J=8.7 Hz, 2H), 8.21 (d, J=8.7 Hz, 
2H), 8.58 (m, IH), 12.77 (br s, IH). 


34 


A-33 


Bn 


Me2N— — 


R 


2.76 (dd, J=9.6, 13.5 Hz, IH), 2.99 
(dd, J=5.1, 13.5 Hz, IH), 3.97 (m, 
IH), 6.86 (d, J=8.7 Hz, 2H), 7.08-7.22 
(m, SH), 7.78 (d, J=8.7 Hz, 2H), 7.91 
(d, J=8.7 Hz, 2H), 8.18 (d, J=8.7 Hz, 
2H), 8.58 (d, J=7.5 Hz, IH), 12.80 (br 
8. IH). 


35 


A-35 


Bn 




S 


2.74(dd, J=9.6, 13.2 Hz, IH), 2.99(dd, 
J=4.8, 13.2 Hz, IH), 3.97 (m, IH), 
7.09-7.12(m, SH), 7.47(t, J=9.0Hz, 
2H), 7.79(d, J=9.0Hz, 2H), 8.14- 
8.25(m, 4H), 8.61(d, J=8.1 Hz, IH), 
12.84(br8, IH) 



27 



wo 01/83464 



PCT/JPOl/03215 



^6 



No. 


No. 


R2 




* 


iH-NMR (DMSO-de) 


86 


A-36 


Bn 




R 


2.75 (dd. J=9.6, 13.5 Hz, IH). 2.99 
(dd, J=5.1, 13.5 Hz, IH), 3.97 (m, 
IH), 7.08-7.22 (m, 5H), 7.79 (d, J=8.1 
Hz, 2H>, 7.84 (d, J=8.4 Hz, 2H), 8.06 
(d, J=8.1 Hz, 2H), 8.20 (d, J=8.4 Hz, 
2H), 8.60 (m, IH), 12.75 (br s, IH). 


37 


A-37 


Bn 


n-Bu— 


R 


0.92 (t. J=7.4 Hz, 3H), 1.25-1.45 (m, 
2H), 1.50-1.70 (m, 2H), 2.69 (t, J=7.2 
Hz, 2H), 2.75 (m, IH), 2.99 (dd, 
J=4.8, 13.6 Hz, IH), 3.95 (m, IH), 
7.10-7.25 (m, 5H), 7.44 (d, J=8.4 Hz, 
2H), 7.79 (d, J=8.4 Hz, 2H), 8.03 (d, 
J=8.0 Hz, 2H), 8.20 (d, J=8.4 Hz, 2H), 
8.60 (br s, IH) 


38 


A-38 


Bn 




R 


1.26 (d, J=6.6 Hz, 6H), 2.75 (dd, J 
=9.6, 13.8 Hz, IH), 2.99 (dd, J=5. 
7, 13.8 Hz, IH), 3.01 (m, IH), 3.98 

(dt, J=5.7, 9.0 Hz, IH), 7.12-7.22 
(m, 5H), 7.50 (d, J=7.8 Hz, 2H), 7. 
80 (d, J=8.7 Hz, 2H), 8.05(d, J=7.8 

Hz, 2H), 8.21 (d, J=8.7 Hz, 2H), 
8.62 (d, J=9.0 Hz, IH), 12.82 (br 
s. IH) 


39 


A-39 


Bn 




R 


2.56 (s, 3H), 2.75 (dd, J=9.3, 18.5 
Hz, IH), 2.99 (dd, J=5.1, 13.5 Hz, 
IH), 3.98 (dt, J=5.7, 9.0 Hz, IH), 
7.09-7.21 (m, 5H), 7.47 (d, J=8.4 H 
z, 2H), 7.79 (d, J=8.1 Hz, 2H), 8.0 
3 (d, J=8.4 Hz, 2H). 8.20 (d, J=8.1 
Hz, 2H), 8.60 (d, J=9.0 Hz. IH), 
12.81 (br 8, IH) 


40 


A-40 


Bn 




R 


2.75 (dd, J=9.6, 13.8 Hz, IH), 3.00 
(dd, J=5.1, 13.8 Hz, IH), 3.98 (m, 
IH), 7.10-7.25 (m, 5H), 7.80 (d, J=8.7 
Hz, 2H), 8.01 (d, J=8.1 Hz, 2H), 8.23 
(d, J=8.7 Hz, 2H), 8.34 (d, J=8.4 Hz, 
2H), 8.63 (d, J=9.3 Hz, IH), 12.84 (br 
s, IH) 


41 


A-41 


Bn 


MeO— — 


R 


2.74 (dd, J=9.8, 13.6 Hz, IH), 2.99 
(dd, J=5.2, 13.6 Hz, IH), 3.97 (m, 
IH), 7.05-7.30 (m, 7H), 7.79 (d, J=8.6 
Hz, 2H), 8.06 (d, J=8.8Hz, 2H), 8.20 
(d, J=8.47 Hz, 2H), 8.61 (d, J=9.2 Hz, 
IH). 12.84 (br s, IH) 



wo 01/83464 



PCT/JPOl/03215 



*7 



No. 


No. 








in-JNJVLit (.UMoU-de; 


42 


A-42 


Bn 




R 


0.92 (t, J=7.2 Hz, 3H), 1.65 (m, 2H), 
2.67 (t, J=7.6 Hz, 2H), 2.74 (dd, 
J=9.6, 13.6 Hz, IH), 2.99 (dd, J=5.4 
Hz, 13.6 Hz, 2H), 3.97 (m, IH), 7.05- 
7.30 (m, 5H), 7.44 (d, J=8.0 Hz, 2H), 
7.79 (d, J=8.4 Hz, 2H), 8.03 (d, J=8.0 
Hz, 2H), 8.20 (d, J=8.8 Hz, 2H). 8.62 
(d. J=9.2 Hz, IH), 13.50 (m. IH) 


43 


A-43 


Bn 




S 


0.93 (t, J=7.5 Hz, 3H), 1.58-1.73 
(m, 2H), 2.67 (t, J=8.1 Hz, 2H), 2. 
75 (dd, J=9.6, 13.5 Hz, IH), 2.99 
(dd, J=5.1, 13.5 Hz, 1H), .3.97 (m, 
IH), 7.08-7.22 (m, 5H), 7.44 (d, J= 
8.1 Hz, 2H), 7.79 (d, J=8.1 Hz, 2 
H), 8.03 (d, J=8.1 Hz, 2H), 8.20 
(d, J=8.1 Hz, 2H), 8.58 (d, J=7.8 
Hz, IH), 12.81 (brs, IH) 


44 


A-44 


Bn 




R 


1.90-2.10 (m, 4H), 2.74 (dd, J=9.8, 
13.2 Hz, IH), 2.99 (dd, J=5.2, 13.2 

Hz, IH), 3.10-3.50 (m, 4H), 3.96 
(m, IH), 6.69 (d, J=9.2 Hz, 2H), 7. 
05-7.25 (m, 5H), 7.27 (d, J=8.8 Hz, 

2H), 7.90 (d, J=8.8 Hz, 2H), 8.17 
(d, J=8.8 Hz, 2H), 8.58 (d, J=8.6 
Hz. IH). 12.70 (m, IH) 


45 


A-45 


Bn 


HOHzC--^^ — 


R 


2.75 (dd, J=10.2, 13.5 Hz, IH), 3.00 
(dd, J=5.1, 13.5 Hz, IH), 3.98 (dt, 
J=5.4, 8.7 Hz, IH), 4.62 (s, 2H), 5.40 
(br 8, IH), 7.08-7.24 (m, 5H), 7.57 (d, 
J=8.1 Hz, 2H), 7.80 (d, J=8.1 Hz, 2H), 
8.09 (d, J=8.1 Hz, 2H), 8.21 (d, J=8.1 
Hz, 2H), 8.63 (d, J=8.7 Hz, IH), 12.84 
(br s, IH) 


46 


A-46 


Bn 




S 


2.75 (dd, J=9.6, 13.8 Hz, IH), 2.99 
(dd, J=6.1, 13.8 Hz, IH), 3.97 (m, 
IH), 4.62 (8, 2H), 5-.40 (br s, IH), 
7.09-7.22 (m, 5H), 7.56 (d, J=8.1 Hz, 
2H), 7.79 (d, J=8.4 Hz, 2H), 8.09 (d. 
J=8.1 Hz, 2H), 8.21 (d, J=8.4 Hz, 2H), 
8.62 (d, J=8.7 Hz, IH), 12.85 (br s, 
IH) 


47 


A-47 


Bn 


Me 


R 


2.44 (8, 3H), 2.75 (dd, J=9.6, 13.8 Hz, 
IH), 2.99 (dd, J=5.i 13.8 Hz, IH), 
3.98 (dt, J=4.5, 9.0 Hz, IH), 7.09-7.22 
(m, 5H), 7.43-7.54 (m, 2H), 7.77-7;83 
(m, 2H), 7.90-7.96 (m, 2H), 8.18-8.24 
(m, 2H), 8.60 (d, J=8.4 Hz, IH), 12.80 
(br s. IH) 



29 



wo 01/83464 



PCT/JPOl/03215 



*8 



No. 


No. 


R2 




* 


iH-NMR (DMSO-de) 


48 


A-48 


Me 


Ue—^^ — 


R 


1.21 (d, J=7.0 Hz, 3H), 8.88 (m, IH), 
7.70 (d, J=8.8 Hz, 2H), 8.05 (d, J=8.6 
Hz, 2H), 8.13 (d, J=8.8 Hz, 2H), 8.37 
(d, J=8.6 Hz, 2H), 8.48 (m, IH), 12.7 
(m, IH) 


49 


A-49 


Me 




S 


1.21 (d, J=7.2 Hz, 3H), 2.42 (s, 3H), 
3.87 (m, IH), 7.43 (d, J=8.7 Hz, 2H), 
8.01 (d, J=8.7 Hz, 2H), 8.05 (d, J=8.7 
Hz, 2H), 8.36 (d, J=8.7 Hz, 2H), 
8.44 (br 8, IH), 12.73 (br s, IH) 


50 


A-50 


Me 


l-Pr — ^ y — 


R 


1.Z1 (d, J=7.2 Hz, 3H), 1.26 (d, J=6.9 
Hz, 6H), 3.00 (m, IH), 3.89 (m, IH), 
7.49 (d, J=8.1 Hz, 2H), 8.04 (d, J=8.4 
Hz, 2H), 8.05 (d, J=8.1 Hz, 2H), 8.37 
(d, J=8.4 Hz, 2H), 8.46 (d, J=7.5 Hz. 
IH). 12.63 (br s, IH) 


51 


A-51 


Me 




R 


1.21 (d, J=7.2 Hz, 3H), 1.24 (t, J=7.2 
Hz, 3H), 2.71 (q, J=7.2 Hz, 2H), 3.88 
(m, IH), 7.46 (d, J=7.8Hz, 2H), 8.00- 
8.08 (m. 4H). 8.37 (d. J=7.8 Hz, 2H), 
8.46 (d, J=8.4 Hz. IH), 12.66 (br s, 
IH) 


52 


A-52 


Me 




R 


1.21 (d, J=7.2 Hz, 3H), 3.88 (m, IH), 
8.01 (d, J=8.4 Hz, 2H), 8.06 (d, J=8.8 
Hz, 2H), 8.33 (d, J=8.0 Hz, 2H), 8.40 
(d. J=8.6 Hz, 2H). 8.05 (m. IH), 12.60 
(m, IH) 


53 


A-53 


Me 


MeO— ^ ^ — 


R 


1,21 (d, J=7.4 Hz, 3H), 3.88 (m, IH), 
3.86 (s. 3H). 7.16 (d, J=9.2 Hz, 2EI), 
8.04 (d, J=8.4 Hz, 2H), 8.06 (d, J=9.2 
Hz, 2H), 8.36 (d, J=8.4 Hz, 2H), 8.47 
(d, J=8.4 Hz. IH), 12.68 (br s. IH) 


54 


A-54 


Me 


nPr_/~\_ 




0.92 (t, J=7.2 Hz, 3H), 1.21 (d, J=7.2 
Hz, 3H), 1.50-1.75 (m, 2H), 2.66 (t, 
J=7.5 Hz, 2H), 3.88 (m. IH). 7.44 (d. 
J=8.6 Hz, 2H), 8.03 (d, J=8.4 Hz, 2H), 
8.05 (d, J=8.6 Hz, 2H), 8.37 (d, J=8.4 
Hz. 2H). 8.48 (m. IH). 12.70 (m. IH) 


55 


A-55 


Me 




s 


0.92 (t, J=7.5 Hz, 3H), 1.20 (d, J=7.2 
Hz, 3H), 1.57-1.72 (m, 2H), 2.66 (t, 
J=7.2 Hz. 2H), 3.87 (m, IH), 7.44 (d, 
J=8.4 Hz, 2H), 8.03 (d, J=8.4 Hz, 2H), 
8.05 (d, J=8.7 Hz, 2H), 8.37 (d, J=8.7 
Hz. 2H). 8.47 (m. IH). 12.74 (brs. IH) 



wo 01/83464 



PCT/JPOl/03215 



^9 



.mmm 

No. 


No. 


R2 


R5 


* 


iH-NMR (DMSO-de) 


66 


A-56 


Me 




R 


1.21 (d, J=7.2 Hz, 3H), 3.88 (m, IH), 
7.42-7.51 (m, 2H), 8.02-8.08 (m, 2H), 
8.13-8.21 (m, 2H), 8.34-8.40 (m, 2H), 
8.47 (d, J=8.1 Hz, IH), 12.67 (br s, 
IH) 


57 


A-57 


Me 


Mas— — 


R 


1.21 (d, J=7.2 Hz, 3H), 2.56 (s, 3H), 
3.88 (m, IH), 7.47 (d, J=9.0Hz, 2H), 
8.03 (d, J=8.4 Hz, 2H), 8.05 (d, J=8.4 
Hz, 2H), 8.36 (d, J=9.0Hz, 2H), 8.48 
(d. J=7.8 Hz, IH), 12.68 (br s, IH) 


58 


A-58 


Me 




R 


1.21 (d, J=7.5 Hz, 3H), 3.89 (m, IH), 
8.04-8.09 (m, 2H), 8.34-8.42 (m, 4H). 
8.43-8.54 (m, 3H). 12.71 (br s. IH) 


59 


A-59 


Me 




R 


1.21 (d, J=6.9 Hz, 3H), 3.88 (m, IH), 
6.94-7:00 (m, 2H), 7.91-7.98 (m, 2H), 
8.04 (d, J=8.4 Hz, 2H), 8.35 (d, J=8.4 
Hz, 2H), 8.47 (d, J=7.8 Hz, IH), 10.21 

(br s, IH), 12.67 (br s, IH) 


60 


A-60 


Me 




R 


1.21 (d, J=7.2 Hz, 3H), 3.88 (m, IH), 
4.62 (s, 2H), 5.40 (br e, IH), 7.56 (d, 
J=8.4 Hz, 2H), 8.05 (d, J=8.4 Hz, 2H), 
8.08 (d, J=8.4Hz, 2H), 8.37 (d, J=8.4 
Hz, 2H), 8.49 (d. J=8.4 Hz, IH), 12.70 
(br B, IH) 


61 


A-61 


Me 


Hooc— ^ y— 


R 


1.21 (d, J=7.2 Hz, 3H), 3.89 (m, 1 
H), 8.06 (d, J=8.4 Hz, 2H), 8.17 a 
nd 8.24 (ABq, J=8.7 Hz, 4H), 8.39 
(d, J=8.4 Hz, 2H), 8.48 (d. J=7.8 
Hz, IH). 12.70-12.30 (br s, 2H) 


62 


A-62 


CHaCH 
2SMe 




R 


1.69-1.96 (m, 2H), 1.95 (s, 3H),2.26 
-2.50 (m, 2H), 3.95 (m, IH), 7.70 
(d, J=9.0 Hz, 2H), 8.04 (d, J=9.0 
Hz, 2H), 8.13 (d, J=8.7 Hz, 2H), 8. 
37 (d, J=8.7 Hz, 2H), 8.50 (d, J=7. 
2 Hz. IH). 12.78 (brs. IH) 


63 


A-63 


CHaCH 
aSMe 


Me-/V- 


R 


1.69-1.97 (m, 2H), 1.95 (s, 3H), 2.26- 
2.51 (m, 2H), 2.41 (s, 3H), 3.94 (m, 
IH), 7.43 (d, J=8.4 Hz, 2H), 8.02 (t. 
7.8(9.0 Hz, 4H), 8.36(d, J=8.4 Hz, 
2H). 8.50 (m, IH). 12.78(brs. IH) 


64 


A-64 


4.0H- 
Ph 




R 


2.42 (8, 3H), 4.84 (m, IH), 6.60 (d, 
J=8.7 Hz, 2H), 7.05 (d, J=8.7 Hz, 2H), 

7.43 (d, J=8.1 Hz, 2H), 7.95 (d, J=8.7 
Hz, 2H), 8.01 (d, J=8.1 Hz, 2H), 8.26 
(d, J=8.7Hz, 2H), 8.86 (m, IH), 9.41 
(Sf IH), 12.88 (brs. IH) 



31 



wo 01/83464 



PCT/JPOl/03215 



1 0 



No. 


No. 


R2 


R5 




iH-NMR (DMSO-de) 


65 


A-65 


4-OH- 
Ph 




R 


1.24 (t, J=7.2 Hz, 3H), 2.72 (q, J=7.2 
Hz, 2H), 4.85 (d, J=9.0 Hz, IH), 6.61 
(d, J=8.4 Hz, 2H), 7.06 (d, J=8.4 Hz, 
2H), 7.46 (d, J=8.1 Hz, 2H), 7.96 (d, 
J=8.4Hz, 2H), 8.03 (d, J=8.4Hz, 2H), 
8.26 (d, J=8.1 Hz, 2H), 8.86 (d, J=9.0 
Hz, IH), 9.41 (8, IH), 12.84 (m, IH) 


66 


A-66 


H 


Me— ^^^^ — 




2.41 (s, 3H), 3.69 (s, 2H), 7.43 (d, 
J=8.1 Hz, 2H), 8.01 (d, J=8.1 Hz, 2H), 
8.05 (d, J=8.7 Hz, 2H), 8.37 (d, J=8.7 
Hz, 2H), 12.78 (brs, IH) 


67 


A-67 


H 






1.24 (t, J=7.5 Hz, 3H), 2.72 (q, J=7.5 
Hz, 2H), 3.62-3.72 (m, 2H), 7.46 (d, 
J=8.7 Hz. 2H), 8.03 (d, J=8.4 Hz, 2H), 
8.06 (d, J=8.4 Hz, 2H), 8.35 (m, IH), 
8.37(d. J=8.7Hz,2H) 


68 


A-68 


H 






3.77(d, J=4.2Hz, 2H), 7.70(d, J=8.4 

Hz, 2H), 8.06(d, J=8.4 Hz, 2H), 
8.13(d, J=8.4Hz, 2H), 8.88(d, J=8.4 
Hz, 2H), 12.63(brs, IH) 


69 


A-69 


H 






3.70 (d, J=5.4 Hz, 2H), 7.58-7.64 (m, 
3H), 8.06 (d, J=9.0 Hz, 2H). 8.10-8.15 
(m, 4H), 8.38 (d. J=9.0 Hz. 2H). 8.38 
(d, J=5.4Hz, IH), 12.74 (brs. IH) 


70 


A.70 


H 






1.26 (d, J=6.9 Hz, 6H), 3.00 (m. IH). 
3.70 (d, J=5.1 Hz, 2H), 7.46-7.51 (m, 
2H), 8.01-8.09 (m, 4H), 8.33-8.41 (m, 
3H), 12.72 (br s. IH) 


71 


A-71 


TT 

H 


n-Pr — V y — 




0.92 (t, J=7.0 Hz, 3H), 1.50-1.75 (m, 
2H), 2.66 (t, J=7.5 Hz, 2H), 3.60-3.75 
(m, 2H), 7.44 (d, J=8.2 Hz, 2H), 8.03 
(d, J=8.0 Hz, 2H), 8.06 (d, J=8.2 Hz, 
2H), 8.37 (d, J=8.8 Hz, 2H), 8.40 (m, 
IH), 12.70 (m. IH) 


72 


A-72 


H 






1.34 (8, 9H), 3.70 (d, J=5.4 Hz, 2H), 
7.61-7.67 (m, 2H), 8.02-8.09 (m, 4H), 
8.34-8.41 (m. 3H). 12.73 (br s. IH) 


73 


A-73 


H 


MeO— — 




3.70 (d, J=5.1 Hz, 2H), 3.86 (s, 3H), 
7.13-7.19 (m, 2H), 8.02-8.08 (m, 4H), 
8.33-8.41 (m. 3H), 12.70 (br s, IH) 


74 


A-74 


H 






1.38 (t, J=7.2 Hz, 3H), 3.71 (d, J=5.7 
Hz, 2H), 4.14 (q, J=7.2 Hz, 2H), 7.11- 
7.18 (m, 2H), 8.01-8.10 (m, 4H), 8.33- 
8.41 (m, 3H), 12.72 (br 8. IH) 



wo 01/83464 



PCT/JPOl/03215 



^11 



No. 


No. 


R2 


Re 


* 


iH-NMR (DMSO-ds) 


75 


A-75 


H 






3.69 (s, 2H), 7.47 (t, J=8.7 Hz, 2 
H), 8.06 (d, J=8.7 Hz, 2H), 8.17 
(d, J=9.0 Hz, 2H), 8.18 (d, J=9.3 
Hz, 2H), 8.37 (d, J=8.7 Hz, 2H), 1 
2.75 (br s, IH) 


76 


A-76 


Indol-3- 

yi 

methyl 


Me-Q- 


R 


2.42 (s, 3H), 2.86 (dd, J=9.3, 14.4 Hz, 
IH), 3.08 (dd, J=4.8, 14.4 Hz, IH), 

3.96 (m, IH), 6.82-6.92 (m, 2H), 7.03- 
7.13 (m, 2H), 7.31 (m, IH), 7.45 (d, 
J=8.1 Hz, 2H), 7.61 (d, J=8.7 Hz, 2H), 

7.97 (d, J=8.7 Hz, 2H), 8.03 (d, J=8.1 
Hz, 2H). 8.53 (d, J=8.7 Hz, IH), 10.73 
(s. IH). 12.79 (br s. IH) 


77 


A-77 


Indol-3- 

yi 

methyl 




s 


2.42(8, 3H), 2.86(dd, J=9.3, 14.4 Hz, 
IH), 3.08(dd, J=4.8, 14.4 Hz, IH), 
3.95 (m, IH), 6.82-6.92(m, 2H), 7.03- 
7.13(m, 2H), 7.31 (m, IH), 7.45(d, 
J=8.1 Hz, 2H), 7.61(d, J=8.7 Hz, 2H), 
7.97(d, J=8.7 Hz, 2H), 8.03(d, J=8.1 
Hz, 2H), 8.53(d, J=8.7 Hz, IH), 
10.73(8. IH), 12.79(brs, IH) 


78 


A-78 


Indol-3- 

yi 

methyl 




R 


2.86 (dd, J=9.6, 14.7 Hz, IH), 3.09 
(dd, J=4.5, 14.7 Hz, IH), 3.97 (m, 
IH), 6.83-6.92 (m, 2H), 7.04-7.12 (m, 
2H), 7.30 (m, IH), 7.44-7.52 (m, 2H), 
7.62 (d, J=9.0 Hz, 2H), 7.97 (d, J=9.0 
Hz, 2H), 8.16-8.23 (m, 2H), 8.53 (d, 
J=8.7Hz, IH), 10.72 (s, IH), 12.75 
(br. IH) 


79 


A-79 


Indol-3- 

yi 

methyl 




R 


2.86 (dd, J=9.9, 14.1 Hz, IH), 3.08 
(dd, J=4.2, 14.1 Hz, IH), 3.95 (m, 
IH), 6.82-6.92 (m, 2H), 7.02-7.12 (m, 
2H), 7.30 (m, IH), 7.61 (d, J=8.4 Hz, 
2H), 7.72 (d, J=8.4 Hz, 2H), 7.97 (d, 
J=8.4 Hz, 2H), 8.15 (d, J=8.4 Hz, 2H), 
a 55 (m, IH), 10.73 (s, IH) 12.80 (br ;^ 
IH). 


80 


A.80 


Indol-3- 

yi 

methyl 




R 


1.25 (t, J=7.5 Hz, 3H), 2.73 (J=7.5 Hz, 
2H), 2.86 (dd, J=9.6, 14.1 Hz, IH), 
3.09 (dd, J=5.4, 14.1 Hz, IH), 3.95 (m, 
IH), 6.82-6.90 (m, 2H), 7.03-7.12 (m, 
2H), 7.30 (m, IH), 7.48 (d, J=8.4 Hz, 
2H), 7.62 (d, J=8.4Hz, 2H), 7.99 (d, 
J=8.4 Hz, 2H), 8.05 (d, J=8.4 Hz, 2H), 
8.51 (d, J=8.7 Hz, IH), 10.72 (s, IH), 
12.75 (br, IH) 



33 



wo 01/83464 



PCT/JPOl/03215 



^1 2 



No. 


No. 


R2 


R6 


* 


tH-NMR (DMSO-de) 


81 


A-81 


Indol-3- 

yi 

methyl 




S 


1.25(t, J=7.5Hz, 3H), 2.73(q, J=7.5 
Hz, 2H). 2.86(dd, J=9.3, 14.1 Hz, IH), 
3.09(dd, J=4.8, 14.1 Hz, IH), 3.94 (m, 
IH), 6.82-6.92(m, 2H), 7.04-7.13(m, 
2H), 7.31 (m, IH), 7.48(d, J=8.1 Hz, 
2H), 7.62(d, J=8.4 Hz, 2H), 7.97(d, 
J=8.4 Hz, 2H), 8.06(d, J=8.1 Hz, 2H), 
8.53 (m, IH), 10.73(8, IH), 12.86(br8, 
IH) 


82 


A-82 


Indol-3- 

yi 
methyl 


n-Pr— — 


S 


0.93(t, J=7.5 Hz, 3H), 1.59-1.74(m, 
2H), 2.68(t, J=8.1 Hz, 2H), 2.86(dd, 
J=9.9, 14.7 Hz, IH), 3.09(dd, J=5.1, 
14.1 Hz, IH), 3.95 (m, IH), 6.83- 
7.02(m, 2H), 7.04-7.13(m, 2H), 7.31 
(m, IH), 7.46(d, J=7.8 Hz, 2H), 
7.62(d, J=8.4 Hz, 2H), 7.97(d, J=8.4 
Hz, 2H), 8.05(d, J=7.8 Hz, 2H), 
8.51(d, J=7.2Hz, IH), 10.72(8, IH), 
12.77(brs, IH) 


83 


A-83 


Indol-3- 

yi 

methyl 


n-Bu— ^^^^^ — 


R 


0.92 (t, J=6.9 Hz, 3H), 1.28-1.41 (m, 

2H), 1.57-1.67 (m, 2H), 2.69 (t, J=7.5 
Hz, 3H), 2.87 (dd, J=9.0, 14.1 Hz, 
IH), 3.09 (dd, J=5.1, 14.7 Hz, IH), 
3.92 (m, IH), 6.86-6.89 (m, 2H), 7.05 
(d, J=2.4 Hz, IH), 7.10 (m, IH), 7.33 
(m, IH), 7.45 (d, J=8.4Hz, 2H), 7.64 
(d, J=8.4 Hz, 2H), 7.98 (d, J=8.7 Hz, 
2H), 8.04 (d, J=8.1 Hz, 2H). 8.40 (br s, 
IH), 10.70 (s, IH) 


84 


A-84 


i-Bu 




R 


0.75 (d, J=6.3 Hz, 3H), 0.84 (d, J=6.9 
Hz, 3H), 1.35-1.52 (m, 21^, 1.60 (m, 
IH), 2.41 (8, 3H), 3.75 (m, IH). 7.43 
(d, J=8.1 Hz, 2H), 7.98-8.06 (m, 4H), 
8.33-8.39 (m, 2H), 8.46 (d, J=8.7 Hz, 
IH), 12.64 (br s, IH) 


85 


A-85 


i-Bu 


Me-fV 


S 


0.74 (d, J=6.6 Hz, 3H), 0.84 (d, J=6.6 
Hz, 3H), 1.38-1.48 (m, 2H), 1.60 (m, 
IH), 2.42 (s, 3H), 3.75 (m, IH), 7.43 
(d, J=8.1 Hz, 2H), 8.01 (d, J=8.4 Hz, 
2H), 8.03 (d, J=8.4 Hz, 2H), 8.36 (d, 
J=8.1 Hz, 2H). 8.45 (m, IH), 12.60 
(br, IH) 


86 


A-86 


i-Bu 




R 


0.75 (d, J=6.3 Hz, 3H), 0.84 (d, J=6.6 
Hz, 3H), 1.35-1.52 (m, 2H), 1.60 (m, 
IH), 3.76 (m, IH), 7.42-7.51 (m, 2H), 
8.01-8.07 (m, 2H), 8.14-8.22 (m, 2H), 
8.34-8.39 (m, 2H), 8.47 (d, J=8.4 Hz, 
IH). 12.63 (br s, IH) 
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No. 


No. 


R2 




* 


iH-NMR (DMSO-ds) 


87 


A-87 


i-Bu 




R 


0.76 (d, J=6.6 Hz, 8H), 0.84 (d, J=6.6 
Hz, 3H), 1.35-1.52 (m, 2H), 1.60 (m, 
IH), 3.76 (m, IH), 7.67-7.73 (m, 2H), 
8.01-8.06 (m, 2H), 8.10-8.16 (m, 2H), 
8.34-8.40 (m, 2H), 8.47 (d, J=7.8 Hz, 
IH), 12.63 (br s, IH) 


88 


A-88 


i-Bu 




S 


0.75 (d, J=6.6 Hz, 3H), 0.84 (d, J=6.6 
Hz, 3H), 0.92 (t, J=6.9 Hz, 3H), 1.38- 
1.48 (m, 2H), 1.60 (m, IH), 1.65 (q, 
J=7.5 Hz, 2H), 2.67 (t, J=7.5 Hz, 2H), 
3.75 (m, IH), 7.44 (d, J=8.1 Hz, 2H), 
8.03 (d, J=8,l Hz, 2H), 8.36 (d, J=8.1 
Hz, 2H), 8.45 (m, IH). 12.61 (br, IH) 


89 


A-89 


4-OH- 

Ba. 




R 


2.62 (dd, J=9.3, 13.8 Hz, IH), 2.87 (d, 
J=5.1. 13.8 Hz, IH), 3.88 (m, IH), 
6.52 (d, J=8.1 Hz, 2H), 6,91 (d, J=8.1 
Hz, 2H), 7.47 (t, J=8.7Hz, 2H), 7.77 
(d, J=8.4 Hz, 2H), 8.14-8.25 (m, 4H), 
8.54 (d, J=8.7 Hz, IH), 9.12 (br s, IH), 
12.76 (br s, IH) 


90 


A-90 


4-OH- 
Bn 


o- 


R 


2.62 (dd, J=9.6, 13.5 Hz, IH), 2.87 
(dd, J=5.4, 13.5 Hz, IH), 3.86 (br s, 
IH), 6.52 (d, J=8.4Hz, 2H), 6.91 (d, 
J=8.4 Hz, 2H), 7.54-7.71 (m, 3H), 7.78 
(d, J=8.7 Hz, 2H), 8.11-8.15 (m, 2H), 
8.22 (d, J=8.7 Hz, 2H), 8.53 (br s, IH), 
9.12 (s, IH), 12.78 (brs, IH) 


91 


A-91 


i-Pr 




R 


0.75-0.95 (m, 6H), 1.99 (m, 1H),3.61 
(m, IH), 7.99-8.00 (m, 4H), 8.38 (d, 
J=8.8Hz, 2H), 8.38 (m, IH), 8.82 (d, 
J=6.2Hz, 2H), 12.45 (m, IH) 


92 


A-92 


i-Pr 


u 


R 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 
Hz, 3H), 1.98 (m. IH), 3.61 (dd, 
J=6.0, 9.0 Hz, IH), 7.67 (dd, J=1.2, 
5.1 Hz, IH), 7.82 (dd, J=3.0, 5.1 Hz, 
IH), 8.01-8.07 (m, 2H), 8.30-8.37 (m, 
3H), 8.40 (dd, J=1.2, 3.0 Hz, IH), 
12.63 (br s, IH) 


93 


A-93 


i-Pr 




R 


0.82 (d, J=6.9Hz, 3H), 0.85 (d, J=7.2 
Hz, 3H), 1.98 (m, IH), 2.56 (s, 3H), 
3.61 (dd, J=6.6, 7.8 Hz, IH), 7.02 (m, 
IH), 7.72 (dd. J=1.5, 3.6 Hz, IH), 
8.00.8.06 (m, 2H), 8.29-8.35 (m, 2H), 
8.37 (d, J=7.8 Hz, IH), 12.65 (br s, 
IH) 
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No. 


No. 


R2 




* 


iH-NMR (DMSO-ds) 


94 


A-94 


i-Pr 




S 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.6 
Hz, 3H), 1.97 (m, IH), 2.56 (s, 3H), 
8.60 (dd, J=6.3, 8.1 Hz, IH), 7.01 (d, 
J=3.6 Hz, IH), 7.72 (d, J=3.6 Hz, IH), 
8.02 (d, J=8.7 Hz, 2H), 8.32 (d, J=8.7 
Hz, 2H), 8.35 (m. IH), 12.66 (br, IH) 


95 


A-95 


i-Pr 




R 


2.74 (dd, J=9.6, 13.5 Hz, IH), 2.99 
(dd, J=5.1, 13.5 Hz, IH), 3.97 (dt, 
J=5.1, 9.0 Hz, IH), 6.81 (dd, J=i.8, 
3.3 Hz, IH), 7.08-7.21 (m, 5H), 7.38 
(dd, J=0.6, 3.3 Hz, IH), 7.75-7.82 (m, 
2H), 8.06 (dd, J=0.6, 1.8 Hz, IH), 
8.15-8.21 (m, 2H), 8.61 (d, J=9.0Hz, 
IH). 12.82 (br s, IE) 


96 


A-96 


i-Pr 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 
Hz, 3H), 1.98 (m, IH), 3.60 (t, J=6.6 
Hz, IH), 7.37 (d, J=3.9Hz, IH), 7.80 
(d, J=3.9 Hz, IH), 8.01-8.06 (m, 2H), 
8.29-8.39 (m, 3H). 12.63 (br s, IH) 


97 


A-97 


i-Pr 




& 


0.81(d, J=6.9 Hz. 3H), 0.84 (d, J=6.9 
Hz, 3H), 1.98 (m, IH), 2.09 (s, 3H), 
3.60 (dd, J=6.0. 8.4 Hz, IH), 7.37(d. 
J=4.2 Hz, IH), 7.80 (d, J=4.2 Hz, IH), 
8.03 (d, J=8.4 Hz, 2H), 8.32 (d, J=8.4 
Hz. 2H), 8.35 (m, IH) 


98 


A-98 


Bn 




R 


2.74 (dd, J=9.6, 14.1 Hz, IH), 2.99 
(dd, J=5.4, 14.1 Hz, IH), 3.97 (dt, 
J=4.8, 9.0 Hz, IH), 7.09-7.21 (m, 5H), 
7.31 (dd, J=3.6, 4.8 Hz, IH), 7.79 (d, 
J=8.1 Hz, 2H), 7.93 (d, J=3.6 Hz, IH), 
7.95 (d, J=4.8 Hz, IH), 8.19 (d, J=8.1 
Hz, 2H), 8.62 (d, J=9.0Hz, IH), 12.84 
(br s, IH) 


99 


A-99 


Bn 




R 


2.74(dd, J=9.2, 13.6 Hz, IH), 3.00(dd, 
J=5.0, 13.6 Hz IH), 4.00(m, IH), 
7.10-7.30(in, 5H), 7.80(d, J=8.4Hz, 
2H), 8.05(d, J=5.8 Hz. 2H), 8.23(d, 
J=8.4Hz, 2H), 8.62(d, J=9.2 Hz, IH), 
8.87(d, J=5.2 Hz, 2H), 12.80 (m, IH) 


100 


A-lOO 


Bn 




R 


2.56 (s, 3H), 2.74 (dd, J=9.6, 13.5 Hz, 
IH), 2.99 (dd, J=4.8, 13.5 Hz, IH), 
3.97 (dt, J=4.8, 9.0 Hz, IH), 7.02 (dd, 
J=1.2, 3.6 Hz, IH), 7.08-7.21 (m, 5H), 
7.72 (d, J=3.6Hz, IH), 7.75-7.81 (m, 
2H), 8.13-8.20 (m, 2H), 8.61 (d, J=9.0 
Hz. IH). 12.83 (br s. IH) 
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No. 


No. 


R2 




* 


iH-NMR (DMSO-ds) 


101 


A-101 


Bn 


CI-OL 


R 


2.74 (dd, J=9.3, 13.6 Hz, IH). 2.99 
(dd, J=4.8, 13.5 Hz, IH), 3.97 (dt, 
J=5.1, 9.0 Hz, IH), 7.07-7.21 (m, 5H), 
7.37 (d, J=3.9 Hz, IH), 7.72 (d, J=3.6 
Hz, IH), 7.75-7.82 (m, 2H), 7.79 (d, 
J=3.9 Hz, IH), 8.14-8.20 (m, 2H), 8.61 
(d. J=9.0 Hz, IH), 12.80 (br s, IH) 


102 


A-102 


Me 


ll ll 


R 


1.21 (d, J=7.2Hz, 3H), 3.88 (m, IH), 
7.32 (dd, J=3.6, 4.8 Hz, IH), 7.92 (dd, 
J=1.2, 3.6 Hz, IH), 7.95 (dd, J=1.2, 
4.8 Hz, IH), 8.05 (d, J=8.4 Hz, 2H), 
8.35 (d, J=8.4 Hz, 2H), 8.48 (d, J=8.1 
Hz. IH), 12.68 (br s, IH) 


103 


A-103 


Me 


ll ll 


S 


1.21 (d, J=7.2 Hz, 3H), 3.88 (m, IH), 
7.32 (dd, J=3.6, 5.1 Hz, IH), 7.91 (dd, 
J=1.2, 3.6 Hz, IH), 7.95 (dd, J=1.2, 
5.1 Hz, IH), 8.01-8.07 (m, 2H), 8.32- 
8". 38 (m, 2H), 8.48 (d, J=7.2 Hz, IH), 
12.70 (br 8, IH) 


104 


A-104 


Me 


u 


R 


1.21 (d, J=7.5Hz, 3H), 3.88 (m, IH),. 
7.67 (dd, J=1.2, 4.8 Hz, IH), 7.83 (dd, 
J=3.3, 4.8 Hz, IH), 8.02-8.08 (m, 2H), 
8.32-8.38 (m, 2H), 8.40 (dd, J=1.2, 3.3 
Hz, IH), 8.46 (d, J=7.8 Hz, IH), 12.67 
(brs, IH) 


105 


A-105 


Me 




R 


1.21 (d, J=7.5Hz, 3H), 2.56 (s, 3H), 
3.88 (m, IH), 7.02 (m, IH), 7.72 (m. 
IH), 8.01-8.07 (m, 2H), 8.30-8.37 (m, 
2H), 8.49 (d, J=8.1 Hz, IH), 12.71 (br 
s. IH) 


106 


A-106 


Me 




R 


1.20 (d, J=7.2 Hz, 3H), 3.88 (m, IH), 
6.81 (dd, J=1.5, 3.3 Hz, IH), 7.37 (dd, 
J=0.9, 3.3 Hz. IH), 8.02-8.07 (m, 3H), 
8.31-8.38 (m, 2H), 8.48 (d, J=7.2 Hz, 
IH), 12.70 (brs, IH) 


107 


A-107 


Me 




R 


1.20 (d, J=7.5 Hz, 3H), 3.87 (m, IH), 
7.36 (d, J=3.9 Hz, IH), 7.80 (d, J=3.9 
Hz, IH), 8.01-8.07 (m, 2H), 8.30-8.36 
(m. 2H). 8.46 (d, J=8.4Hz, IH), 12.67 
(br s. IH) 
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No. 


No. 






■a* 

<^ 




108 


A.108 


Indol^3- 
yl 

methyl 




R 


2.86 (dd, J=9.6, 14.4 Hz, IH), 8.09 . 
(dd, J=4.8, 14.4 Hz, IH), 3.95 (dt, 
J=4.2, 9.0 Hz, IH), 6.85-6.91 (m, 2H), 
7.05 (d, J=2.1 Hz, IH), 7.10 (m, IH), 
7.28-7.36 (m, 2H), 7.62 (d, J=8.1 Hz, 
2H), 7.92-7.98 (m, 4H), 8.52 (d, J=9.0 
Hz, IH), 10.72 (s, IH), 12,77 (br s, 
IH) 
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MMP-2 Calbiochem-Novabiochem International.Inc. i 9 Lito 
MMP-9 it Calbiochem-Novabiochem International.Inct t> MA Lfto 
MMP-8 firpBS© Human Bone Marrow cDNA S^ffiV^•Cs PGR 
5 Catalytic domain («»Phe~"''Gly)S:igi|i i.1to His ^ ^^^^t" n e^-^- 

■^mmn^^mxLfni^mm^m^i^^-vTxcdsAic^ vt^:^-y^\^^ iptg 

(Isopropyl-^-D-thiogalactopyranoside) (21 J; oT^^^H^tr'^iV^ /F^ttii 
^^(^1^3^ Lfc(Thau F. Hox M. Walid Qoronfleh^ Robert C. Wahl, Trica A. 
Pulvino^ Karen J. Vavra> Joe FalvOs Tracey M. Bank8^ Patricia G. Brake and 
10 Richard B. Ciccarelli : Gene expression, purification and characterization of 
recombinant human neutrophil collagenase. Gene 146s (1994) 297-301s 

MMP (O^^jgttaUSjfcll. C. Graham Knight, Frances Willenbrock and 
Gillian Murphy : A novel coumarin-labelled peptide for sensitive continuous 
assays of the matrix metalloproteinases : FEBSLETT.s 296^ (1992)s 263-266 
20 (D:^m^^\^ito : MOCAc-Pro-Leu-Gly-Leu-A2Pr(DNP)-Ala-Arg-NH2« 
Peptide Institutes Inc. Osakas Japan ^ V^ :fec PJ.#i^J © T y -fe 1 o O-fb 

(A) mni'^^m^h ^?^(mmps). mmm 

(B) mwi^^m^h m^m 

25 (c) mni'^^mw). ^^(mmps) 
(D) mwi^^mn) 

39 



wo 01/83464 



PCT/JPOl/03215 



m«(%)= {1-(A-B)/(C-D)} XlOO 
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MMP-2 


MMP-8 
CUM; 


MMr-a 


A-2 


0.053 


1.29 


1.79 


A-14 


0.0099 


0.406 


0.043 


A-15 


0.0318 


0.702 


0.831 


A-34 


0.051 


0.52 


0.82 


A-35 


0.050 


1.12 


1.03 


A-48 


0.030 


4.71 


0.47 


A-52 


0.017 


2.93 


0.23 


A-64 


0.070 


5.77 


1.14 


A-92 


0.067 


0.79 


0.91 


A-96 


0.0051 


0.056 


0.025 
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P:Skm 3 

5ji#CDS 1 c-Wi s t a r^ittt^y hS:Sm2 St, m&4 0~6 0%. 
§qiiflJ->l' :J'yH 2^W©^#T-C@?^^i^ (CA- 1 , B*^UT®!) iTKilTlc 

E- 3 0^/ ^ (B:^Wm^'^^ 36 1994^, p-10 

y hJl^llRJ: !9ie#L:/S:o -fk-g-ifei (A-34) «r 5 %r 9 fT =rA^^gt^:®l^a E 
-3 0S;4-1. SNFffltrJJlS OmgSP^4-L, BtZLlias OmgSriii^ 

^L, 2 4^ra^srSist bfco ssibfcMfis ^*sy;t^, sm-e3 o o o r p 
^gifti^B (5 0m) icjkm^umL. M.'pmm^^ (bun) ^itsr?ii;£t 



wo 01/83464 



PCT/JPOl/03215 



m 1 8 





mavVwl 


(/a) 


A-2 


24.2 


21.7 


A-14 


22.3 


12.9 


A-15 


25.1 


30.9 


A-34 


55.2 


38.4 


A-35 


31.1 


20.1 


A-48 


28.0 


17.4 


A-52 


40.1 


9.6 


A-64 


10.9 


17.3 


A-92 


24.5 (day 2) 


15.1 


A-96 


11.5 


17.6 
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=s; (I) x-mt>^n?>it^i^ 10 mg 

5 %^ 700 mg 

= — y;^^-^ 274mg 

HPC-L 16 mg 

1000 mg 

' S: (I) -c^fo$ti,6'ffc;-g'4&ilLi^* 6 0 y y>;^^co^5v^{::Jii-, => — i^^^ 

10 r?-^Sr 1 2 0 ;^ y i/a©^5V^{Cii1-, n ^Sr V ^^-a^mjcr^l-e-f 5 = ?1 
-S-T^lJiH P C- L (<S3te^b Ko^iX7°p fcVu-fe>'Vo-;;<) tK^^S^t^JP » 
•a-> itm (JfLffiL3t«C TL^G. S-lmm) Life®*,. |J;*S1-So ^htlti 

n^mm^mm^?>^^ d 2/6 o;»«5^iX3.) •x?«fi§Liiiii£^jsr#5. 

fife^ ^ (I) -C^^^^^LS-fb-g-ife 10 mg 

79 mg 

s — ^-;^^ — lOmg 

:^TTV :ym-^^^'y^J>> i mg 

20 100 mg 

5t (I) x?^t>$tiS{b-a-<fes 6 0 ^ 5/^>'^<D^5V^^^:ii1-„ 3 — 

^-■^^fai 2 0^ y V3.©^5V^^CJi•f. m^i^^T'Ty V 
Sm-a-aJc-ciS-g'-rSo l Oft®:i O Omg $r 5•e■^M•^9^v;5/7°•fe/H^:^*•r 
'5 » 

25 

mmm 3 
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^ (I) l?^t>^tL5^k'g-«^ 15 mg 

%m 90 mg 

^ — 1/7.9 — f- 42mg 

HPC-L 3 mg 

6 150 mg 



9—^^ 1 2 0 y Va<D^SV^^^:ii1-o Ztlb^^S^^ m^i^\CH P C - L 



10 I^^J^J4 

(I) ■es?fc$ix«'fb-a-'fe 10 mg 

?Li|f 90 mg 
Wi^iB-^^^^-:^ 30 mg 
15 CMC-Na 15 mg 
7TTV ^I^-^ ^^iy^J» 5 mg 



150 mg 

^ (I) ?L$I^ W1^^±J\^o-7, CMC-Na 

*4:E#TL. 1 5 OmgO^^JSr#5o 
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